August 11, 1981,

Dr. 3mge Stocker,
Carnegie Institution,
Cold 2pring Harbor, Y.T., VY.

Dear Brucs:

- Thenks for yowr cwrd about a source for gredoee) remhranass I had hoped
we nnfizhi be able 40 got a sot at gloser haend, from Luris, bud his assiztant
at Urbana hamn't sent them yet. ¥We'll pet to 4%, I hope, before tec long.

The whole problem ie still very confusing. 7indor finds oti1l +hat eedx
difPerent fuctors ere changed gquite indopendently of esch other., 30 that this
syeten bears no resemblance to a "sexunl® process as in -12. Tho ability to
produce or respond to the filirable acent appears 4o be cuite goncoral emong
tyrhirurive stroine, although sore rospond more or less well 40 nenielllin or
phaze. The effect of ponioillin seems 40 be mediated by the rolsase of the
doner's evm lysogenie phages which {poscibly after a virus ~utation, tut I doubt
it) cen sct back on their source. The agent goes through the nintered Pyrex
filters vhich so far hae provented arything that can regencrate hacteris directly
from coming throughe. There svens to be no doubt that phage~ or penleillin treated
Salmonolls zapmtsexpx regularly permeate fildare (e.7. 14-1b Mandler ) whick
aro quite efTfective ageinst untreated cultures. To a lenperextont this may also
hold for X-~12, but nothing interesting by way of genetic activity has hocn
found in such filtratos. The relationship between the Salmenella agent {7A) and
I~ (or as Yorman Horowitz dubbed them, "h.11"-)forms 4o still unsettled. ' inder
has not boen able to0 oultivate onything (excert persistent eontaminants) on serun
agnr from flltrctes sterils on, say, nmutrlent ager. The sintered Pyrex filicrs
do however pees granules that owell inte large bodies with rabbit anti-O serum,
g0 thess,; ot any rate, have not been separated from FA.

I do hopo you were serious about two thinge you nentionod: yowr interest in
oultiveting l-fom- firam Salmonella, and the poeszibility of a visit of more thon
a day-or-two-'e duration. With respect to the former, we moy have been trying the
inpossible the wrong way: noene has explicitly mxitx claired 40 be able 4o cultivate
ther from filtrates, barring ths ctudilired "L of ©. moniliformis, and A o note
from 'lobcl about having done thiz onoe with E. coll B ~ but vhich I have not yet
hoen able to confirm. Egtihior and I are 3ust about finiched
with the indircct selection exveriments, using replica plates (i.e. velvet) to
isolate drug and phage-resistant mutante from populationsc never in contact with
the soleotive ageonts. Throe or four enrichnent steps are nes ded, but the neths!
shouldbe quite generally applicable. Did you see the newopaper aceounts of
Hinshelwoed's addrese to the BAASY

Sincersly,

Joshue Lederberg



